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(57) Abstract; A method of rapid design and manufacture of biomedical devices using electronic data and modeling tr; 
wherein such transmissions are transferred via a computer network. The method includes capturing patient-specific diagnostic im- 
aged data, converting the data to a digital computer file, transmitting the converted data via the computer network to a remote 
manufacturing site, converting the computer file into a multi-dimensional model and then into machine instructions, and construct- 
ing the biomedical implant. The present invention is further directed to the preparation of rapid-prototyped pharmaceutical forms, 
including oral dosage pills and implantable pharmaceuticals, with transmittal of such data over computer networks being used to 
significantly increase the cost effectiveness and responsiveness, and is further directed to the use of a website to perform various 
client-interaction and follow-up tasks. 
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SYSTEM AND METHOD FOR RAPIDLY CUSTOMIZING 
A DESIGN AND REMOTELY MANUFACTURING 
BIOMEDICAL DEVICES USING A COMPUTER SYSTEM 

TECHNICAL FIELD 

The present invention relates generally to manufacture of biomedical 
devices, and more particularly, a novel method and system for rapid customized design 
and manufacture of biomedical implants using a computer system and transmitting data 
over globally based information networks such as the Internet. 

BACKGROUND OF THE INVENTION 

The World Wide Web ("the Web") is an interactive computer 
environment. The Web uses a collection of common protocols and file formats, 
including the Hypertext Transfer Protocol ("HTTP"), Hypertext Markup Language 
("HTML"), SOAP (Simple Object Access Protocol), and XML (extensible Markup 
Language), to enable users'to obtain information from or exchange information with a 
huge number of organizations, via the Internet, from virtually anywhere in the world. 
In order to establish a presence on the Web, organizations generally construct a "Web 
site." Such a web site generally includes a collection of documents relating to the 
organization that is accessible by users using an address on the Web, called a Universal 
Resource Locator ("URL"), publicized by the organization. 

The Web is increasingly used as a channel for transmitting information 
as well as for commercial activity. Many organizations have achieved great success at 
selling products and services through their web sites. For instance, a significant 
fraction of the airline tickets, music compact discs, and books sold today are sold via 
the Web. 

In the medical field, the Internet and similar computer networks have 
proven to be useful for transmitting information for medical applications. The general 
term "telemedicine" refers to this practice. Telemedicine includes transmitting simple 
data, remotely monitoring patients' conditions, transmitting visual and pictorial 
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information, and even transmitting instructions to remotely operate surgical instruments 
or medical equipment or to provide other medical instructions in real time. When visual 
and pictorial information was transmitted, it was frequently for the purpose of allowing 
diagnostics to be interpreted by specialists at a distant site, such as in U.S. Patent No. 
6,027,217 for ophthalmic data and U.S. Patent No. 5,655,084 for radiological images, 
herein incorporated by reference in their entirety; see also the list of referred 
publications in these patents. 

In surgery, however, customized manufacture of replacement material was 
often left up to the individual surgeon performing the surgery. Typically, surgery was 
sometimes performed using replacement material formed in place from autografted bone, 
which often included hydroxyapatite powder as filler material. Surgery was also 
performed with implants made from metal, plastic, ceramics or other materials by 
conventional manufacturing techniques typically involving machining and/or molding. In 
connection with using these conventional manufacturing techniques, prior to the 
operation the surgeon frequently prepared several different sizes of implants and then 
selected the best-fitting piece during the operation. Often the best-fitting piece still 
provided a less than satisfactory fit for medical purposes. Ill-fitting implants sometimes 
were less secure, failed to bond at the mating site, or required replacement. Additionally, 
depending on the location of the implant, cosmetic considerations may be a concern. 
However, since time and costs were typically critical issues, if there was not time to 
manufacture an individually fitted implant or if it was cost prohibitive, a best-fit piece 
was used. Adjusting the shape of implants during surgery, for example, by grinding off or 
removing material, has also been used. Carving an implant during the surgery lengthened 
the overall duration of the surgery as well as providing inconsistent quality of the implant 
dependent on the surgeon's carving skills. 

Surgeons had also used prototypes or models of the patient anatomy 
prior to surgery to help them visualize and prepare for the actual procedure. These 
prototypes or models were developed from various patient data sources. The ability to 
quickly produce a prototype from various patient-specific data sources, however, was 
limited to a quality and material of prototype for use only for extra-surgical purposes, 
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such as visualization, surgical practice, surgical planning, and design of templates. 
Various devices made by three-dimensional printing methods were disclosed in U.S. 
Patent No. 5,490,962. The devices were of a standard geometry. The patent did not 
disclose machine instructions or a procedure for converting an individual's unique 
radiographic data into machine instructions. Further, the prior art does not provide a 
method for providing a rapidly manufactured customized implant, nor does it disclose 
the use of the Internet in transmitting such information among sites. 

SUMMARY OF THE INVENTION 

The present invention provides a new method and system of rapid design 
and manufacture of biomedical devices using electronic data and modeling 
transmissions, wherein such transmissions are transferred via computer networks such 
as the Internet. The method includes capturing patient-specific anatomical data, 
converting the data to a transmittable form, transmitting the converted data to a remote 
site, converting the computer file into manufacturing instructions, and manufacturing 
the biomedical device such as an implant, preferably by rapid manufacturing methods 
which are suitable for medical use, and delivering it to the doctor/patient. The method 
may further include converting the computer file into a multi-dimensional geometric 
model. One example of a biomedical implant is an implantable reconstructive, 
augmentative, rehabilitative or cosmetic device, such as bone. One method for rapid 
construction of reconstructive, augmentative, rehabilitative or cosmetic devices is three 
dimensional printing, which involves selectively bonding together powder in 
successively deposited layers. Such technology allows implants to be manufactured 
with a great degree of design freedom and complexity as far as dimensional design, and 
also as far as material composition, porosity, internal architecture, and the like. In 
particular, it is possible to design active content into the architecture of the implant, 
such as drugs, DNA, growth factors, comb polymers, and the like, that can direct, 
promote, or discourage ingrowth of bone, soft tissues, or vascularized tissue in 
particular places. 
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The present invention significantly increases the responsiveness of the 
implant preparation and surgical planning process as well as allowing customized 
construction of the implant. In accordance with the present invention, it is possible to 
transmit data back and forth, individually design and dimension an implant, visualize 
and confirm its suitability, manufacture it, deliver the implant to the doctor and implant 
it in a patient, all within a few days, which is much faster than presently possible. This 
would greatly increase the responsiveness of the medical system, with attendant 
benefits to patient treatment, especially in emergency treatment. It would also reduce 
geographical restrictions on the availability of this medical technology. 

The present invention also provides a new method of rapid design and 
manufacture of custom pharmaceuticals or drugs such as Oral Dosage Forms (ODF) 
(pills); short-run applications to meet small, acute or emergency needs; or individually 
designed implantable pharmaceuticals or biomedical devices, all via transmission of 
data over computer networks. 

BRIEF DESCRIPTION OF THE DRAWINGS 

Figure 1 is a flow diagram showing steps of the method of rapid design 
and manufacture of reconstructive augmentative rehabilitative or cosmetic implants in 
accordance the present invention. 

Figure 2 is a diagram showing steps of the method of rapid design and 
manufacture of biomedical devices including decision points in accordance with the 
present invention. 

Figure 3 is a diagram showing a centralized website to manage data and 
interactions with various parties in accordance with the present invention. 

DETAILED DESCRIPTION OF THE INVENTION 

The present invention is directed to the preparation of rapid-prototyped 
implantable biomedical devices manufactured using a patient's own diagnostic imaged 
data. Transmittal of such data may be over telecommunication or computer networks, 
which significantly increases the responsiveness of the device preparation and surgical 
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planning process as well as allowing custom manufacturing of the implant. Within the 
context of the present invention, data transmission implemented over a globally-based 
information network, such as the Internet supporting the World Wide Web, facilitates 
the design of an implant customized for a particular patient, allows one to visualize and 
confirm its suitability, and allows manufacture and delivery of the anatomically 
accurate implant to the doctor, all within a few days, which is much faster than 
presently possible. This would greatly increase the responsiveness of the medical 
system, with attendant benefits to patient treatment, especially in emergency treatment. 
It would also reduce geographical restrictions on the availability of this medical 
technology. 

The present invention provides a new method of rapid design and 
manufacture of biomedical implants using electronic data and modeling transmissions, 
wherein such transmissions are transferred via a computer network such as the Internet. 
The method includes the steps of capturing patient anatomical data, converting the data 
to a computer file, transmitting the converted data to a remote site, converting the 
computer file into a multi -dimensional model and then into machine instructions, and 
finally manufacturing the medical device such as an implant. One example of a 
biomedical implant is an implantable reconstructive, augmentative, rehabilitative or 
cosmetic device, such as bone. Another example is a custom designed pharmaceutical 
such as a surgical leave behind or a custom dosage pharmaceutical. Yet another 
example is cartilage implants or soft tissue implants. 

Figure 1 is a flow diagram showing steps of the method in accordance 
with one embodiment of the present invention. Patient-specific data is 100 provided by 
the attending physician regarding the surgical or reconstruction site. This patient data 100 
is converted into a digital format 110 and saved into a computer hard drive, floppy disk, 
compact disk, or other form of data storage. In one embodiment, after transmission of 
this data, a multi-dimensional model 120 is constructed from the transmitted data. 
Machine instructions 130 can be translated from either the multi-dimensional model 120 
or from the data in digital form to facilitate an automated manufacturing 140 of the 
medical device such as an implant. Upon completion of the customized device or 
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implant, the device or implant is packaged and shipped 150 to the attending physician 
wherein the anatomically accurate biomedical device or implant 160 is ready to be 
implanted in the patient or otherwise used. 

In manufacturing customized implants or devices, the starting point is 
patient-specific information 100 obtained from various non-invasive or invasive 
procedures. Non-invasive procedures from which patient data may be obtained include 
diagnostic or radiological data such as magnetic resonance imaging (MRI) scans, 
computerized tomography (CT) scans, ultrasounds or nuclear medicine procedures or 
mammography procedures. Alternatively, standard radiographs such as x-rays may be 
digitized into an electronic file by either a video camera or a film scanner. Yet another 
type of imaging equipment, which may be useful, although only for measuring external 
contours of the body, is a laser scan which essentially digitizes the contours of an 
external surface. Details of how medical images can be stored, transmitted and handled 
are given in "PACS: Basic Principles and Applications," by H, K Huang (editor), 1999 
Liley-Liss, and in the same author's earlier book, "PACS: Picture Archiving and 
Communication Systems in Biomedical Imaging," herein incorporated in its entirety. 

The radiological imaging equipment is available at many medical 
facilities, but other equipment involved in the present invention is more specialized and 
may only be available at few centralized locations. This makes it useful to transmit 
diagnostic imaging information from the patient's location to a central site. 

One example of a means to transmit electronic data from various sites is 
DICOM. DICOM or "Digital Imaging Communications in Medicine" is a standard that 
is a framework for medical imaging communication. It is based upon the Open System 
Interconnect (OSI) reference model, which defines a 7-layer protocol. The American 
College of Radiology (ACR) and the National Electrical Manufacturer's Association 
(NEMA) developed DICOM. Data may further be transmitted via common telephone 
lines (twisted pairs of copper wire), digital phone lines (ISDN, switched-56), DSL, 
coaxial cable, cable modem, fiber-optic cable, microwave, satellite, and T-l, T-3, OC-3, 
and other forms of telecommunications links. In regard to all data transmissions 
mentioned herein, privacy and security issues have become prominent issues in regard 
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to the maintenance and transfer of individuals' medical data. Accordingly, it would be 
advantageous to encrypt the data before transmission and to decrypt the data after 
transmission, as is known in the art. Alternately, data could also be transmitted, for 
example, by storing the data on a data storage device such as a floppy disc, compact 
disc, DVD disc, optical disc, magneto-optic disc, WORM (write once read many times) 
disc, and sending the storage device via traditional mail services. In the event that the 
manufacturing site coincides . with the location of the patient the doctor and the 
diagnostic equipment, data transmission via the Internet may not be necessary. 

Patient data from, for example, MRI or CT scans is normally presented 
as sets of two-dimensional images (sections) showing all of the patient's tissues. The 
slices in a CT scan or an MRI scan associate, with each coordinate location in a scan, an 
intensity of brightness on the display. In the case of a CT scan, darkness corresponds to 
absorption of X-rays that is most closely correlated with density of the tissue. In an 
MRI scan, intensity refers to the presence of certain elements. CT scans are considered 
better for imaging hard tissue such as bone, and MRI scans are considered better for 
imaging soft tissue. There may be instances in which it is advantageous to use both 
types of imaging together with each other. 

In some instances, for example, an implant that joins to existing bone, 
the diagnostic scans may need further processing. Further processing may include, for 
example, more clearly distinguishing between hard and soft tissue, as well as defining 
solid boundaries or surfaces of the hard tissue, for example, bone, in the two- 
dimensional planes or sections in which the MRI or CT scans typically are presented. 
Identifying the edges or surfaces of bone can be achieved by appropriate sampling and 
threshold definition techniques (perhaps including contrast enhancement) and 
geometrical algorithms such as in the software package MIMICS (from Materialise 
Europe; Ann Arbor, MI). This initially processed data may further be converted to a 
form that geometrically represents a multi-dimensional form representing an object. 
Such mathematical representations typically feature curved surfaces with resolution 
available to almost any desired precision anywhere on the surface, not only at location's 
which were part of the scan planes of the original MRI or CT data, but also in general at 
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any location. For at least some of the types of diagnostics (MRI or CT scans), there is a 
coarseness in the raw data that is acquired by radiologists or medical personnel. 
Typically data is available at sampling planes which are parallel to each other and are 
spaced apart at intervals of 1 to 2 millimeters, which is coarser than the feature size 
typically desired in a custom manufactured implant. This increased or improved level 
of geometric detail is achieved through, for example, the use of interpolation, curve 
fitting, spline fitting, and surface fitting. 

A multi-dimensional model is a geometric description of the entire 
surface of a solid object, where solid portions border empty space, as opposed to a 
description of the interior or solid region of the object. Solid surfaces are represented 
by patching together descriptions of individual portions of the surface together with 
definitions of intersections or regions in which each description applies. The 
descriptions of individual surface regions can in simple instances be segments of simple 
geometries such as planes, spheres, cylinders, toroids or other revolved surfaces. More 
generally the descriptions of individual surface regions can be curved surfaces of 
varieties such as bilinear surfaces, Coon's patch, bicubic patch, Bezier surfaces, B- 
spline surfaces, NURBS (non-uniform rational B-spline) surfaces, interpolation 
surfaces, and others as are known in the art. Intersections between surfaces can be 
described as series of intersection points. This information can be stored in file formats 
such as IGES (Initial Graphics Exchange Specifications, which is defined by ANSI 
Standard Y144.26M), and STEP (Standard for the Exchange of Product model data). A 
more limited type of data transfer is provided by DXF (Drawing Interchange Format 
used for AutoCAD files), and the like. Such models underlie most of the more 
sophisticated CAD (Computer Aided Design/Drafting) software currently in use for the 
engineering and design of mechanical parts. 

Once a multi-dimensional model has been created from the diagnostic 
data, the multi-dimensional model essentially becomes just another data set or 
mathematical object capable of being further processed or manipulated by typical CAD 
software. A suitable CAD software package for further processing the multi- 
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dimensional model is SolidWorks (SolidWorks, Concord MA). Another is ProEngineer 
(Parametric Technologies, Waltham, MA). 

In accordance with another embodiment, data is combined from more 
than one type of scan, such as MRI and CT. In combining two different scans typically 
taken with two different sets of equipment and two different positionings of the patient, 
one challenge is to determine the appropriate relative position and orientation of the 
models obtained from the two methods. For example, CAD software is usually capable 
of calculating the centroid of a solid object. Aligning centroids of objects resulting 
from different types of scans is one way of comparing them. Alternatively, or in 
conjunction with aligning the centroids, the parts could be aligned as far as angular 
orientation. Further criterion such as mathematically subtracting one model from the 
other, for example, by a Boolean operation, a set of space representing points is 
obtained which are members of one model or the other model but not both. The volume 
of this could be calculated, for example, by CAD software. When the volume of this 
spatial difference is minimized, the best alignment of the two parts has been achieved. 
After the best alignment of the two versions of the bone is determined, a combination or 
average of the two scan results could be calculated and used for the best representation 
of the bone surfaces. 

The multi-dimensional model created so far from diagnostic data is a 
model of existing bone structure in a patient's body. As a first step in creating a model 
of the object to be manufactured, a decision must be made as to whether the part which 
is to be manufactured corresponds to solid regions displayed in a diagnostic scan (i.e., if 
the part is a replacement part), or if it corresponds to voids displayed in a diagnostic 
scan {i.e., if it is a filler piece), If the part is a replacement part, it is possible that all of 
its edges are defined by edges of existing bone that is already represented by the multi- 
dimensional model. If it is a filler piece, some of its edges can be mathematically 
defined by Boolean operations in the CAD program where the part adjoins pieces that 
are already defined as solid (e.g., existing bones). Where the new part adjoins soft 
tissue, edges may have to be defined by the software operator. Movement to remove or 
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move a mating bone to a position other than the position it is in during radiography 
could be adjusted for during the process of creating the multi-dimensional model. 

In alternative embodiments, other auxiliary software such as software 
that is typically used by plastic and cosmetic surgeons to predict external body 
appearance may be used. For example, CAD software allows geometric manipulation 
of an original design of a part such as to add material in certain locations or to remove 
material in certain locations for reasons of strength, appearance, cosmetic appeal, and 
the like. 

In yet another embodiment, other features could be added to the multi- 
dimensional model, involving either removal or addition of material, are features that 
pertain to attachment of the new part to bones or structures such as those already 
existing in the body. This could be, for examples, a hole for bone screws. In the case of 
replacement of a portion of or a complete jawbone, planning may have to be done not 
only for the implant of the bone itself into the jaw, but also for later implantation of 
artificial teeth or endosseous implants into the implant. Yet another modification could 
include designating dimensional reference points in the implant for use during surgery 
for locating the intended position of the part with respect to a template or other 
references, or for measuring dimensions radiologically after implantation. 

In yet another embodiment, the same computerized information could be 
used to manufacture models out of ordinary non-sterile, non-biocompatible materials of 
the surgical site and/or implants, for purposes of visualization or surgical planning. 
Creating multi-dimensional model advantageously allows trying out different surgical 
approaches, attachment points, final cosmetic fit and the like. 

Creating multi-dimensional models also allows templates, tools or 
similar related surgical hardware to be designed with the design of the implant. Those 
related surgical hardware items could then be supplied to the customer together with the 
implant, either custom made or selected from a range of sizes available from stock. It 
might be desirable for the surface of the implant to have a surface texture or pattern 
designed in to the multi-dimensional model as a feature. 
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Yet another geometric modification could be changing the model, for 
example, enlarging the entire part by a predetermined factor in all or certain directions 
to compensate for anticipated shrinkage during post-manufacturing processing steps. 
Such shrinkage is known in the art, along with how to compensate for it. 

The software and computer facilities needed for this stage of the process 
may typically be sufficiently sophisticated, expensive or specialized that they would be 
unavailable at an individual doctor's office but one advantage of use of the Internet is 
that such facilities would be easily available at central site after transmission of the raw 
data out of an individual doctor's office. The multi-dimensional model may be stored, 
processed and transmitted in the form of an IGES, STEP or similar file, as previously 
described. 

Beyond geometric alteration, there is also another possible step of the 
process of designing an implant. This step would require associating a composition 
variable or an internal architecture with specific geometric locations in the multi- 
dimensional model. Composition variation can be implemented in three-dimensional 
printing most clearly by dispensing various different binder liquids from different nozzles, 
with coordination of the nozzles so that their relative target points are known. 
Additionally, specific chemicals in predetermined locations may be seeded into the 
implant during manufacturing. For example, growth factors, DNA, etc. can encourage 
ingrowth of bodily tissue such as bone at designated places. Comb polymers can 
encourage or discourage various types of cells from locating in designated places, as can 
modifiers of surface hydrophobicity. Porosity of the final product can also be designed in 
as a variable. Depending on the desired size scale of porosity, it can be designed into the 
architecture or can be achieved by manufacturing details, as is known in the art. Color, 
including variations of color, could also be designed in if desired. It would be possible to 
put in marker substances that show up on MRI or other forms of radiography, so that the 
part can be better inspected later. For example, two or more markers could be designed in 
to the part at a known distance apart from each other. Depending on the modeling 
software, it may be possible to associate these details with the multi-dimensional model at 
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this stage. If such compositional details are not incorporated into the multi-dimensional 
model, they can be incorporated at the next stage, namely the machine instruction file. 

Other design conveniences are also possible. For example, because the 
nearby bones and the proposed new part all exist as multi-dimensional models, it is 
possible to assemble them to give a complete description of what the final site will look 
like. CAD software is capable of checking for mechanical interferences and can further 
check for assemble ability. Assemble ability of the system includes, for example, the 
assembly sequences, geometric tolerances and tolerance stack-up, design clearances, 
insertion and motion paths for parts as they are moved into place, all of which are 
directed toward avoiding interferences of ordinary mechanical parts as they are being 
assembled. 

In another embodiment, sections of the multi-dimensional models can be 
calculated in orientations that resemble those of the original diagnostic radiographs for 
purposes of comparison. Thus, the doctor/patient can view what a CT, MRI, simple X- 
ray, or other diagnostic should look like after implantation of the proposed part. 
Software for visualizing the exterior of the human body, such as software used for 
planning plastic and cosmetic surgery, could further help visualization. If modeling 
rules for ingrowth of bone or reabsorption of implant material into the body are known, 
it would even be possible to simulate the time-progression of growth processes after the 
implant is implanted in the patient. This simulation could be transmitted back to the 
doctor nearly instantaneously by means of the computer network. 

In yet another embodiment of the present invention, a multi-dimensional 
model can be used to create a mesh for finite element analysis, for example, stress 
distribution due to applied loads. Such analysis, which is linked to the multi-dimensional 
model derived from the patient-specific radiological data, could provide patient-unique 
calculated stress margins with respect to defined loads. Such stress analysis could, for 
example, be performed at the remote facility providing the modeling services. The stress 
analysis could be part of the process of consulting with and obtaining approval from the 
doctor. 
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In one embodiment, the designed multi-dimensional model data is 
transmitted back to the doctor/patient for their review. Multiple review iterations may 
be performed as changes are discussed and agreement is reached with the 
doctor/patient. A system that is implemented in hardware could allow a substantial 
number of design iterations in a short period of time particularly if it operates in near 
real time. Further, such a system could provide the medical field a capability of 
concurrent design or collaborative or interactive design. The final multi-dimensional 
model file can be transmitted over the Internet to the manufacturing machine if that 
machine is located at still another location. Thus, the computer facilities and software 
that process the radiological data to form the multi-dimensional model do not have to be 
co-located with the manufacturing facility. 

In yet another embodiment, various details are transmitted back to the 
client or doctor for viewing along with the multi-dimensional model. If the transmittal 
of proposed designs from the remote location back to the doctor is done by files such as 
IGES or STEP, it will be possible to transmit as much geometric detail as desired, but it 
may not be possible to transmit much compositional detail such as distributions of color 
on the surface, or other compositional variation such as placement of bioactive 
substances. IGES would be more limiting than STEP in this respect. If the 
transmission of data is done with proprietary file formats tied to the software of a 
particular CAD software vendor, it may require that the doctor/patient location use the 
same software for viewing the image of the proposed part. For transmission of the 
multi-dimensional model back to the doctor/patient for viewing, it is not necessary for 
the doctor/patient to have a complete license to the CAD software which was used in 
making the patient-unique multi-dimensional model; many software packages 
nowadays are offer simplified versions whose only capability is to open and display 
files generated by that program, without actually being able to modify them. 
Alternatively, the computer terminal at the doctor/patient could simply be configured as 
a remote user of the software that is installed at the central computer. 

Encryption would be desirable in any such data transmission. 
Transmission of approval from the doctor to the manufacturer can be stored with the 
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file containing the agreed-upon design, forming a record of much like a conventional 
written record of a doctor's prescription. 

One method of constructing the devices of the instant invention, namely 
the reconstructive, augmentative, rehabilitative or cosmetic devices, is three- 
dimensional printing. Three-dimensional printing (3DP) involves selectively bonding 
together powder in successively deposited layers to form generalized solid shapes of 
great complexity. Three dimensional printing processes are detailed in U.S. Patent Nos. 
5,204,055, 5,387,380, 5,807,437, 5,340,656, 5,490,882, 5,814,161, 5,490,962, 
5,518,680, and 5,869,170, all hereby incorporated by reference. In three-dimensional 
printing, there are two principal ways of depositing a layer of powder. In some cases a 
roller spreads a layer of dry powder. In other cases a continuously dispensing jet 
moving back and forth in a raster pattern until an entire layer is deposited deposits a 
layer of slurry typically. The latter method is typically used for depositing relatively 
thin layers of relatively small particle dimension powder, compared to roller spreading. 
Either method could be used for present purposes depending on requirements for 
feature size, mechanical strength of the finished part, and other variables as are known 
in the art. 

The choice of binder liquid is also of importance and is selected for 
particular applications as is known in the art. The binder liquid can be dispensed by a 
drop-on-demand print head, which may be a piezoelectric print head, or a continuous- 
jet-with-deflection printhead, or others as are known in the art. 

Since the process is intended here for medical use, the equipment must 
include certain medical-unique features, for example, with respect to sterility, as are 
known in the art. Furthermore, the use of printing materials, including powder, binder 
and any subsequent filling, infusing or other processing materials, should be compatible 
with the human body. Biocompatible substances for all these materials are known in 
the art. 

Since three-dimensional printing involves printing in layers, it requires 
instructions in which a multi-dimensional model is mathematically translated into a 
series of slices of narrow thickness, with each slice having a set of data or printing 
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instructions representing the part geometry at that particular plane. In three-dimensional 
printing, each slice corresponds to a layer of powder in the powder bed during 
construction of the object. The entire set of data or instructions is referred to as the 
machine instructions. 

In a general sense, the slices which are the manufacturing instructions 
bear a general resemblance to the scan planes which make up an MRI scan or CT scan, 
but there are important differences. The slices in an MRI or CT scan are acquired 
diagnostic data. The slices that are manufacturing instructions are processed data 
containing additional information. The slices that are the manufacturing instructions 
are typically spaced at the layer thickness of powder spreading, rather than at the scan 
planes interval of MRI or CT. Quite possibly, the powder layer spacing interval is much 
smaller than the scan plane interval of the MRI or CT. 

Additionally, the angular orientation at which the manufacturing slices 
are taken does not need to have any particular orientation with respect to the angular 
orientation of the scan planes of MRI or CT. The scan planes are for convenience of 
diagnostic imaging, and the manufacturing slices are for convenience of manufacturing. 

The slices in a CT scan or an MRI scan associate with each coordinate 
location in a scan and an intensity of brightness on the display. In the case of a CT 
scan, darkness corresponds to absorption of X-rays that is most closely correlated with 
density of the tissue. In an MRI scan, intensity refers to the presence of certain 
chemical elements. Both of these types of quantities can have a whole range of values 
{i.e., analog). In contrast, the print instructions for any given coordinate location are in 
many cases essentially digital, instructing particular dispensers to either dispense or not 
dispense. 

Generating the machine instructions includes mathematically taking a 
cross-section of the multi-dimensional model at locations corresponding to the layers of 
the three-dimensional printing process. The machine instructions describe the entire 
interior solid structure of the manufactured part, whereas the multi-dimensional model 
merely describes the surface. 



15 



WO 01/77988 



PCTAJS01/11415 



Generating the machine instructions for each coordinate point in the 
powder array or printing region include a determination as to whether that coordinate 
point is to be bound powder and therefore part of the solid or is to be left as unbound 
powder and therefore empty space the final part. 

The motion of the printhead as it moves along the fast axis can be 
considered a line or a ray that intersects the multi-dimensional model. This is especially 
true for raster printing, in which the motion of the printhead is always along a straight 
line, as opposed to vector printing, in which the motion of the printhead can be a curved 
path. That intersection can be mathematically calculated to indicate for each point or 
printing location along the ray whether that point should have a dispense command or 
no command. This process is called ray casting, and basically amounts to 
mathematically calculating intersections between lines and the multi-dimensional 
model. For example, each intersection point between the ray and the surface can be 
characterized as an entry or an exit. If an entry point has already been reached but no 
exit point has been reached along that ray, then all points on the ray between entry and 
exit are part of the solid and require dispensing of binder. Thus, the machine 
instructions include instructions to dispense or not to dispense binder liquid at each of 
many locations in the printing plane, usually in a grid format. 

In another embodiment, more than one binder or dispensed liquid may 
be involved in order to dispense different substances at different locations. To 
accomplish this, the independent instructions for each available binder liquid instruct 
whether to dispense or not to dispense at a particular location. This can further include 
a check to prevent certain multiple dispensing of binders at given locations. Thus, the 
machine instructions at each possible printing point are a series of digital (yes-or-no) 
instructions for each of the available dispensers. 

In some types of printheads it is even possible to control or vary the 
amount of liquid dispensed at a given print command, as is known in the art, by varying 
the electrical waveform driving the dispenser. The printhead technologies most likely 
to provide this capability are piezoelectric printheads and microvalve based printheads. 
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In such a case, additional information would have to be associated with each print 
command in the machine instruction file. 

Thus, in addition to the geometric data, the machine instruction file also 
contains compositional information relating to the situation where more than one binder 
substance is dispensed onto the powder. 

The method just described provides a method of manufacturing 
biomedical devices such as implants that yield at least superior dimensional matching to 
the patient's body and hence should promote superior tissue and bone ingrowth as 
compared to conventional methods. In general, the smaller the gap between fragments 
or surfaces which are intended to heal to each other, the greater the likelihood of 
successful healing Is believed to be. The implants of the present invention are 
anatomically accurate, thus providing an optimal fit with the patient's anatomy, which 
should promote healing. Furthermore, internal microarchitectures can be designed into 
the implant to promote, guide, or discourage ingrowth of bone or other tissue in specific 
places. The configuration of the architecture provides an environment beneficial to and 
optimized to cell ingrowth, and further can be designed to create a unique cell-surface 
interface that facilitates rapid and specific cell migration into the implant. This is 
possible due to specifically designed architecture as well as the ability to place drugs, 
gene fragments, comb polymers, and growth factors in specific locations within the 
implant. Such details are included in the machine instruction file as just described. 
Using the machine instruction file, the device is manufactured such as by three- 
dimensional printing. It is then inspected, sterilized if required, packaged, and 
delivered to the user. 

Figure 2 is a diagram further showing steps of the method and 
illustrating the flow of data and certain decision points in the process in accordance 
with the present invention that more specifically illustrates the interaction of a central 
site. The central site receives data from remote sites, engages in some processing of 
that data and interaction with remote sites, and finally is involved in the manufacturing 
and shipping of parts to remote sites. At a central site 200, information is processed. 
Patient specifications 202, patient data 208 in the form of an MRI or CT scan, product 
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specifications 204 or dimensions for the implant, and product design 206 requirements 
are integrated at the central site 200. 

Processing of the raw patient data 208 such as the C17MRI scan together 
with patient specifications 202, and product specifications 204 involves transmission of 
data via the Internet and can involve interaction with the patient and/or physician so as 
to determine choices of features of the device such as an implant to be manufactured. A 
multi-dimensional model of the proposed implant may be constructed and may 
incorporate additional details or features as previously described. The use of network 
computer communications also permits return transmittal of information from the 
central location to the doctor/patient. 

In accordance with the present invention, the design can be done 
interactively or collaboratively in nearly real time allowing the doctor/patient to make 
suggestions and the CAD operator to enter them, even if the doctor/patient are located a 
great distance away from the CAD operator. This collaboration is facilitated by the use 
of the Internet or similar interactive telecommunication network. Information may be 
transmitted back to the treating doctor showing how a proposed device would fit into 
the patient's body. Although the dimensions of the reconstructive, augmentative, 
rehabilitative or cosmetic device are probably the most common subject of 
customization, there are also other parameters which may also be interactively tried and 
sampled and viewed between physically separated locations, such as material 
composition of the implant, gradients of properties, porosity, additives, color, and the 
like. Such visualizations can be returned via the computer network to the doctor for 
evaluation. 

Such a system, particularly if it operates in near real time, could allow a 
substantial number of design iterations in a short period of time, and could provide the 
medical field a capability of concurrent design or collaborative or interactive design. In 
addition to simply indicating the fit and attachment of the reconstructive device, such 
information may be generally useful in planning surgical strategy, patient post-operative 
appearance as previously described 
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Figure 2 further shows a decision point as to whether or not to accept the 
design, approve the order, and initiate manufacture. At this point the multi-dimensional 
model file 212 resulting from the consultative process would be further translated into 
manufacturing instructions 214 as previously described, and the manufacturing 
instructions would in turn be used to manufacture custom biomedical device 216. 

In addition to custom manufacturing a device, such as an implantable 
reconstructive, augmentative, rehabilitative or cosmetic device, from a patient's unique 
diagnostic data such as an MRI/CT scan, a customized best fit can be achieved. For 
example, patient-unique data can be transmitted to a remote site and then used to decide 
whether one of a number of standard designs is appropriate for the patient and which one 
is the best fit. Then, this standard design can be shipped directly from stock if available. 
Upon final agreement, the implant device would be retrieved from stock if it were in 
stock or could be manufactured to order, but with less specific labor and effort than is 
involved in a fully customized design. Depending on various factors such as price, 
timing, and the location in the body of the implant, customization can include either a 
best fit from standardized sizes or a one of a kind customized construction. The implant 
is then shipped to the doctor, and is implanted in the patient. 

There are several differences between a completely customized implant 
and a best fit from stock implant If an implant is a completely customized implant, it 
would have the best possible matching to a patient's own dimensions, as a result of being 
custom-manufactured, and presumably only one of them would be made. Presumably the 
multi-dimensional model and the resulting machine instructions would both be fairly 
complex. On the other hand, if it is decided that a fully customized implant is not 
necessary, there are two other possibilities. One is to supply an implant that is fully 
customized for another patient who closely resembles the current patient. The files would 
probably be similarly complex, but would not be correct to the same level of detail for the 
individual patient. Another way would be to design a multi-dimensional model that is a 
generic part, not derived from the specific data of any particular patient. Such a model 
would probably be less detailed, and more of these parts would probably be manufactured 
simultaneously at a lower manufacturing cost. 
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In three-dimensional printing, economics pushes toward printing a whole 
tray or bed full of similar parts in one run. Thus, if generic parts were being 
manufactured, it would be preferable to manufacture a substantial number of them 
simultaneously. This means assembling a machine instruction file in which instructions 
for the generic part repeat themselves a substantial number of times. If patient-specific 
parts are being manufactured, it would also be preferable to manufacture a substantial 
number of parts in one run, which would mean stringing together the individual print 
instructions for a number of different patients' parts to make one complete set of printing 
instructions or machine instruction file. 

Through all of the techniques described here, the ability for matching or 
customization of the reconstructive augmentative rehabilitative or cosmetic device to a 
patient's individual needs is maximized, and the amount of information available to the 
surgeon before the operation is maximized, while the time needed for a better product to 
be manufactured is minimized. 

The present invention's use of an electronic design and manufacturing 
model also permits additional advantages such as compilation of databases or profiles 
for individual doctors/hospitals or for individual patients, inventory control, record- 
keeping and billing, product design updates and client feedback, and follow-up notices 
to users. Such information can be maintained on a secure web site that is made 
available to appropriate categories of users such as through the use of passwords or 
similar access restrictions. 

Figure 3 is a diagram showing steps of the method in accordance with the 
present invention with emphasis on the functions of a website. Access to the website or 
appropriate portions of the website for specific users or categories of users can be 
controlled by passwords or similar methods. In order to provide for privacy of medical 
records, encryption could be used for all data transmissions. As shown in Figure 3, a 
secure web site 300 is created to allow for the management of patient profiles including 
orders for reconstructive implants, and for direction and review by the attending 
physician, for example, an oral, maxillofacial, orthopedic or other surgeon. Patient 
records and histories can be maintained. The responsibilities of the secure web site 300 
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include accepting the input of patient specifications or the facilitation of imaging data 
such as an MRI/CT collection, initiating an initial proposal for the product design for the 
patient, a display of the multi-dimensional viewable models of the implants, management 
of the client feedback and commentary, and the maintenance of order status through 
delivery of the implant to the client. Thus, the secure web site 300 provides a central 
information exchange platform. 

The patient data 310, including specific imaging data such as MRI/CT 
files, provide the basis for developing the customized implant. The client interaction 
320 includes, inter alia, an initial patient profile, a review of the proposed product, 
comments and questions regarding the product, and an approval of the final order. 
Client interaction 320 can be via email, telephonically or through traditional mail 
routes. Client interaction 320 may be initiated through direct contact 322 or via a 
customer service 330 operation. 

Customer service 330 serves to respond to inquiries regarding 
customized implants as well as match product designs to patient specifications and 
facilitate the ordering process. Customer service 330 also may provide electronic mail 
updates or alerts regarding the implant, may respond to client's queries via telephone, 
mail, or electronic mail, and may facilitate direct sales. An information system 340 
provides control of implant data, inventory control, web management and billing. 

The final product design 350 can be viewed on the secure web site 300 
prior to manufacture and/or shipment, and files can be stored in the information system 
340 for future reference. The secure web site 300 may also allow the client, for 
example, the oral or maxillofacial or other surgeon 360 to directly input specifications, 
requests, or parameters. The website can maintain a permanent record of the doctor's 
instructions in ordering the part, so as to function in much the same way as a 
prescription. 

Yet another use of a secure central website could be as a facility for 
comparing data taken on a given patient at different times, even for the purpose of 
obtaining specific dimensional comparisons or changes. In taking a CT scan or a MRI 
scan, data is taken at a series of imaginary planes through a patient's body, with the 
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planes typically being spaced from each other by a distance of 1 to 2 mm. For two 
different scans taken a substantial amount of time apart from each other, the positioning 
of the patient will likely not be the same each time, and even if it were, the position of 
the imaginary planes at which scans are taken would not be the same. Thus, for 
obtaining detailed dimensional data, it is useful to transform the raw CT or MRI data to 
a multi-dimensional model. A multi-dimensional model involves defining boundaries 
such as between soft tissue and bone, by defining the edges of bone, and then in all 
multi-dimensions fitting curves to define the surfaces of the bone throughout space. 

Furthermore, for comparing dimensions of such data taken from the same 
patient at different times, it is advantageous to use the multi-dimensional model processed 
from the raw CT or MRI data, because the multi-dimensional model contains the detailed 
calculated positions of curved surfaces throughout space, rather than just at locations at 
which scans were actually taken. Once the position of a given body part in one multi- 
dimensional model is suitably related to the position of the same body part in a multi- 
dimensional model from a scan at a different time, differences in dimensions can be 
calculated, and increments of recession or growth can be calculated. This matching could 
be done as previously described by calculating centroids and matching their position, 
together with orientating the two models so that the mathematical or Boolean difference, 
namely, volumes belonging to one or the other model but not both, is minimized. 

Comparing two different models provides evidence of reabsorption or 
deterioration of bone indicating need for intervention, or evidence of normal growth in 
the case of a young person whose body is still growing, or evidence of ingrowth as a 
way of monitoring recovery after surgery. In the case of an implant made of 
reabsorbable material, this may provide a way of monitoring the extent of reabsorption. 
It may also be useful, as described earlier, to compare MRI and CT scans taken from the 
same patient, at either the same or different times. Having the facility of a central 
website makes this easier and provides a capability which might not be available at 
every doctor's office. 

Dimensions may not be the only parameter that can be usefully 
compared between multi-dimensional models or raw data taken at different times. Bone 
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density might be able to be compared as an indicator, for example, of osteoporosis or 
other degenerative condition. Even local chemical composition, which is one of the 
strengths of MRI as a diagnostic technique, might be able to be compared or analyzed. 
Having all of this maintained on a central site, which may include specialized software, 
enables time-variation or progression to be studied which may include various stages in 
the progression of a degenerative disease, followed by design of a custom implant, 
followed by noting the appearance after implantation of the custom implant, followed 
by monitoring any changes in nearby bone after implantation, and even including 
indication of how much reabsorption has taken place in the case of a reabsorbable 
implant. 

The computer facilities for converting an individual CT or MRI scan into 
a multi-dimensional model may not exist in every doctor's office, and similarly the 
computer facilities for comparing two different multi-dimensional models and detecting 
small dimensional changes are even less likely to exist in every doctor's office. Thus, the 
use of telecommunication such as the Internet provides the availability of such services to 
any location having appropriate communication facilities, regardless of geographic 
location. 

In the case of an implantable drug delivery device, measuring the 
remaining size of the implantable drug delivery device could provide indication of how 
much drug has been delivered so far. In all cases, it would be desirable for 
communication with the central website or facility to be encrypted, as mentioned earlier 
and as is known in the art. 

In some instances, the present invention may be used in a way which 
does not involve manufacturing to order, but rather involves selecting the best fit from a 
stock of already-manufactured components. While selection from stock does not 
provide all of the advantages of manufacturing completely customized parts to order, it 
nevertheless would provide some degree of customization that might be adequate for 
certain purposes. It also would be even faster than fully customized manufacture. In 
this sort of application, the central website would still receive radiographic data 
pertaining to a specific patient, and could assist in deciding which stock item should be 
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used. The stock item would then be shipped to the doctor/patient. In this mode of 
operation, the central website would have further usefulness in that it could be used for 
maintaining records of inventory, records of rates of use, and could indicate the need for 
replenishing items which are out of stock or nearly out of stock. Of course, similarly, 
for custom manufacturing, the website could still help to maintain inventories of predict 
usage patterns and inventories of raw materials. 

One application of the present invention includes the providing of 
reconstructive or cosmetic implants to augment the bony material of the human jaw. In 
the United States there are approximately 20 million people who have lost all the teeth 
from at least one jaw. There are also other people who have lost many individual teeth. 
When all or many teeth are missing, especially from the lower jaw, the bone gradually 
disappears by reabsorbing back into the body because of lack of mechanical stimulation 
or for other reasons. Eventually this affects the facial appearance. Buildup of the jaw 
with replacement bone from the same person (autograft) or from cadavers (allograft) can 
remedy this problem but typically this is only a temporary solution because over several 
years the grafted bone reabsorbs for the same reasons that the original bone reabsorbed. 

One solution is to implant a custom-shaped piece of artificial bone at 
least part of which is made of a material that is not reabsorbable. For example, current 
work on an alveolar ridge replacement focuses on using hydroxyapatite powder as the 
basic material. Hydroxiapatite is not reabsorbable into the human body. An example of 
a binder that may be dispensed onto hydroxyapatite powder to build parts is an aqueous 
solution of polyacrylic acid (PAA). Following dispensing of the binder, the "green" 
(uncured) ceramic part is heated to decompose the binder and then heated to a higher 
temperature to cause sintering thus fusing particles together. The porous sintered 
ceramic may then be infused with a polymer to further enhance its mechanical strength, 
such as polymethylmethacrylate (PMMA). Such parts may then be surgically installed 
in the jaws of patients. 

For completely edentulous patients it is possible that a variety of 
standard sizes may suffice, but it is also possible that parts manufactured from patient- 
specific data may be preferable. For partially edentulous patients, each with their own 
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pattern of missing teeth, there may be more need for patient-specific manufacturing. In 
all of these cases, the use of a computer network to transmit patient-specific data is 
valuable, as is the use of the computer network to transmit patient-specific data such as 
visualizations back from the central location to the patient location. 

The alveolar ridge is not by any means the only body part for which it 
may be useful to manufacture replacement pieces of possibly custom-shaped bone-like 
material possibly including internet transfer of data to provide exceptionally fast 
response and delivery time. Other possible body parts, shapes and devices include: 
cranial plugs; cheeks; mandible onlay; mandible extension; chin; nose; dental plug; 
external ear; gauze; orbital implants; orbital floor; orbital wall; orbital rims; orbital 
socket; croutons; wedges; plates; sheets; blocks; dowels; spine cage inserts; screws; 
tacks; custom pieces; cartilage; and soft tissue. These body parts are not meant as a 
complete or limiting list; others are also possible. 

The term "croutons" refers to pieces of bone-like material that are used 
during surgery to fill voids in bone such as in piecing together complex fractures, 
thereby improving the likelihood of successful healing. They can be thought of as 
building blocks. Their shapes may be standard or custom or a hybrid and they may or 
may not include features for attachment. Wedges, sheets, plates, blocks and dowels are 
basic shapes similar to croutons. Orbital implants, rims, sockets, floors and walls are 
portions of the bone near the eye. Dental plugs are small pieces of bone substitute that 
could be placed at the site of a tooth extraction. A cranial plug would be used to fill a 
hole made in the skull for surgical purposes. 

Some of these such as the external ear, and perhaps the nose, are non- 
rigid and would be made out of silicone or polyethylene, but again these are merely 
examples and other materials are also possible. For devices that are desired to be 
reabsorbable into the human body, examples of suitable materials are poly-L-lactic acid 
(PLLA) and poly-lactic-co-glycolic acid (PLGA), and similar polyesters. Suitable 
printing techniques take advantage of the solubility of these materials in chloroform. 

Implantable drug delivery devices contain drugs and are made of a 
material that slowly degrades or dissolves in the body. Their function is to release drug 
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gradually as they dissolve. The time scale of drug release is typically of the order of 
months, perhaps many months. Implantable drug delivery devices would typically be 
implanted by a relatively minor implantation procedure. 

Another type of device manufacturable using the present invention is 
surgical leave-behinds that might contain and release drugs. A surgical leave-behind is 
placed in a patient's body as a surgical incision is being closed, with the intention that it 
release drugs as it dissolves. Surgical leave-behinds are essentially a form of 
implantable drug delivery devices, which is implanted during a surgical procedure that 
is performed primarily for other reasons. Their designed release period is determined 
by the time scale of processes that take place during wound healing and recovery from 
surgery and is typically measured in days. 

Categories of drugs that might likely be packaged in surgical leave- 
behinds include local anesthetics, anticoagulants, antibiotics, chemotherapeutic or other 
anti-cancer drugs, anti-nausea drugs, growth factors hormones or similar substances to 
promote healing, and the like. Both implantable drug delivery devices and surgical 
leave-behinds could quickly be made-to-order, with unique specification of geometry, 
content of drug or drugs, dosage, dissolution time, or any other design variable, in part 
through the use of the internet, using the methods described herein. 

The method of the present invention can also be used to quickly generate 
and deliver tissue scaffolds of customized shape, composition, and the like. A tissue 
scaffold is a device having some porosity or internal voids which are designed so that 
cells tend to grow into them. In some instances cells are seeded into the scaffold in 
advance of when the device is to be implanted in a person's body, and are allowed to 
grow for a period of time in an environment conducive to their growth, such as a 
bioreactor. Often the scaffold is further designed to dissolve or be absorbed by the body 
or the surrounding medium over a certain period of time, which then provides further 
spaces into which cells may grow. 

The geometry or architecture of a tissue scaffold has a significant effect 
on how well cells grow into it. The overall dimensions and geometry of the scaffold 
may be something that needs to be designed for the dimensions of an individual patient, 
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or other features of it may need to be customized for an individual patient. Other 
features of the design of a tissue scaffold which may affect its success in growing cells 
include composition of bulk materials and surfaces, deposition in specific places of 
surface-active agents which may either increase or decrease hydrophobicity, and 
deposition in specific places of bioactive materials, such as growth factors, and 
peptides. Use of the Internet for data transmission, possibly including patient-specific 
data, together with use of the rest of the techniques disclosed herein, can significantly 
speed up the availability time of custom-made or patient-specific tissue scaffolds. 

In yet another embodiment, the present invention provides a new method 
of rapid design and manufacture of custom pharmaceuticals drugs such as Oral Dosage 
Forms (ODF) (pills); short-run applications to meet small, acute or emergency needs; via 
transmission of data over computer networks. In general the process would be what has 
already been described but simpler in that it would not require transmission of any 
detailed graphical data either from or to a doctor. Today most simple pills of common 
pharmaceuticals are of constant composition throughout and are made by pressing 
powder into a tablet shape. 

Currently, there is a need for designing and manufacturing more 
complicated geometries of pills which would provide for delayed or gradual release of 
active pharmaceuticals, sequenced release of more than one pharmaceutical in a single 
pill, and in general somewhat arbitrary release profiles of multiple active pharmaceutical 
ingredients, all governed by the geometric design of the pill and the dissolution behavior 
of appropriate portions of the pill in bodily digestive fluids. For example, there may be a 
desire to combine multiple pharmaceutical compounds in a single oral dosage form as a 
way of improving patient compliance and accuracy in following instructions for self- 
administering medications. In general, in all sorts of medical treatments, noncompliance 
is a significant source of error or failure. Noncompliance can include patient 
unwillingness to take drugs, and also patient error in taking drugs. Compliance of 
patients would be increased by anything that decreases the number of pills that must be 
taken and/or decreases the number of times per day that pills must be taken. This may be 
useful, for example, in connection with treating either elderly or very young patients. For 



27 



WO 01/77988 



PCT/US01/11415 



example, it may be desirable to combine, in one oral dosage form, a first medication with 
another medication to counteract side effects of the first medication {e.g., nausea). 

There may further be reason for one drug or medication to be time- 
delayed with respect to the other drug or medication. There may be so many possible 
combinations of drugs that it is not practical to pre-manufacture very many combinations 
of them, and yet with internet-enabled communications and rapid manufacturing 
techniques, such customization and made-to-order pills would be practical. This would 
also enable doctors to adjust doses based on patient response or patient-unique factors, 
including individually adjusting doses of each of multiple medications contained within 
an Oral Dosage Form. This resembles trends in other manufacturing industries, even for 
products as complicated as automobiles, to cut inventories and to offer more 
individualized and yet still rapid response to customer needs by manufacturing-to-order. 
The use of the Internet helps to enable such a system to offer several-day or even faster 
turnaround, a convenience that can significantly change the way in which pills are made 
and delivered to patients. 

The manufacturing of the ODF can be done by three dimensional 
printing, layering of premade sheets, or some combination of the these or related 
techniques. The present invention allows the prescribing physician to transmit the 
desired prescription for specified active pharmaceutical ingredient(s), dosages, and 
customized release profile and/or sequence via a computer network, such as the 
Internet, to a manufacturing location, and have pills manufactured to order with the 
prescribed quantity and release profile of active pharmaceutical ingredients. These 
customized pharmaceuticals can then be delivered directly to the patient. Again, the use 
of computer networks means that even if only a few manufacturing locations exist, it is 
possible for these products to be delivered to patients quickly, in a cost efficient manner, 
and with minimal geographic limitations. 

Additionally, a secure web site can serve many related functions relating 
to record keeping of a patient's usage of pharmaceuticals, recording the issuance of 
prescriptions from doctors, checking for interactions with other drugs which the patient 
may be taking, refilling a prescription or limiting the number of refills of a prescription, 
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and sending follow-up notices to either the physician or the patient. Billing can also be 
accomplished through such a web site, and interaction between the physician, patient, 
and insurance company can be facilitated. Product design updates, client feedback and 
follow-up notices to users can also be accomplished through such a web site, as can 
generation of statistical data. This method can include transmittal of information back 
to the prescriber at the time of prescribing, before finalizing of the order, or later. Such 
information can be maintained on a secure web site that is made available to appropriate 
categories of users, possibly including the use of encryption, or passwords. 

In addition to implants, which would be defined as objects which are 
totally enclosed inside the body when they are put into use, the same techniques could 
also be used for manufacturing tooth substitutes or parts of teeth via communication of 
dimensional information to a distant site for manufacture. This could be done either in 
conjunction with reconstruction of maxillofacial bone products as already described, or 
separately. In the case of separately, it could be used to fabricate objects, e.g., dental 
implants, dental onlays, dental inlays, dental crowns, dental caps, etc., i.e., objects 
which are not at all enclosed by the skin of the body and which are visible when 
installed. 

All of the above U.S. patents and applications are incorporated by 
reference. Aspects of these U.S. patents and applications can be employed with the 
teachings of the invention to provide further combinations. 

From the foregoing it will be appreciated that, although specific 
embodiments of the invention have been described herein for purposes of illustration, 
various modifications may be made without deviating from the spirit and scope of the 
invention. Accordingly, the invention is not limited except as by the appended claims. 
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CLAIMS 



1. A method in a computer system for customized design and 
manufacture of an anatomically correct implant customized for a patient, comprising: 

producing a radiological image of an anatomical body part or bone that 
is to be replaced, repaired or augmented; 

converting the radiological image into a format transmittable over a 
computer system; 

creating a computer based multi-dimensional model based on the 
converted patient specific radiological image; 

modifying the multi-dimensional model using the computer system; and 
manufacturing an implant according to the modified model using three- 
dimensional printing techniques. 

2. The method of claim 1, further comprising compositional design 
within the multi-dimensional model that are translated into the manufactured implant. 



3 . The method of claim 1 , further comprising transmitting the multi- 
dimensional model to a client for approval prior to manufacturing the biomedical 
implant. 

4. The method of claim 1, further comprising growth factors, comb 
polymers, or other substances having biological activity. 

5. The method of claim 1, further comprising markers for future 
radiological viewing. 



30 



WO 01/77988 



PCT/US01/11415 



6. A method for manufacturing and selling individually fitted 
customized biomedical devices for a given recipient via a computer network, 
comprising: 

capturing data in a computerized form; 
converting the data to a multi-dimensional model; 

modifying the multi-dimensional model to include an internal 

architecture, 

converting the modified multi-dimensional model into machine 

instructions; 

manufacturing a customized biomedical device from the machine 
instructions wherein the biomedical device is anatomically correct to the individual 
patient; and 

shipping the biomedical device to the recipient for implantation. 

7. The method of claim 6, further comprising transmitting the 
modified multi-dimensional model to the recipient for further modification prior to 
converting the model into machine instructions. 

8. A method for manufacturing and selling customized medical 
devices via a computer network, comprising: 

transmitting patient-specific data from a patient location to a secure web 
site via a computer network; 

manufacturing the medical device based on the transmitted data; 
delivery of the medical device; and 
maintaining records of the patient-specific data. 

9. The method of claim 8, further comprising generating follow-up 
notices based on the maintained records. 
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10. The method of claim 8 wherein the medical device is an oral 
dosage form containing one or more active pharmaceutical ingredients. 

11. The method of claim 8 wherein the medical device is an 
implantable drug delivery device containing one or more active pharmaceutical 
ingredients. 

12. The method of claim 8 wherein the medical device is 
manufactured by three dimensional printing. 

13. The method of claim 8 wherein manufacturing the medical 
device further includes selecting the best fit implant from a group of already- 
manufactured implants. 

14. An Internet-enabled method for designing and manufacturing 
biomedical devices comprising: using an Internet-enabled system to transmit radiological 
images to a central server; 

converting the radiological images into a digital format; 
transmitting the digital format of the radiological images to the central 
server operably connected to a manufacturing station; and 

manufacturing the biomedical device in accordance with the radiological 

image. 

15. The method of claim 15, further comprising creating a 
multidimensional model from the digital format of the image and transmitting the 
model to a client for modification. 

16. The method of claim 15 wherein manufacturing the biomedical 
device in accordance with the radiological image includes selecting a best fit from a 
plurality of already manufactured medical devices. 



32 



PCT/US01/11415 




WO 01/77988 



PCT/US01/11415 




WO 01/77988 



PCT/US01/11415 




(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(19) World Intellectual Property Organization 

International Bureau 



(43) International Publication Date 
18 October 2001 (18.10.2001) 



IIIIIIIIIIIIIIIIIIII 



iiim ii m in 1 1 it 



(10) International Publication Number 

WO 01/077988 A3 



(51) International Patent Classification 7 : G06F 19/00, 

A61F2/30, G06T 17/00, G05B 19/4099, G06F 17/50 

(21) International Application Number: PCT/US01/1 1415 

(22) International Filing Date: 5 April 2001 (05.04.2001) 

(25) Filing Language: English 

(26) Publication Language: English 



60/194,965 5 April 2000 (05.04.2000) US 

(71) Applicant (for all designated States except US): THER- 
ICS, INC. [US/US]; 115 Campus Drive, Princeton, NJ 
08540 (US). 

(72) Inventors; and 

■ (75) Inventors/Applicants (for US only): BRADBURY, 

i Thomas, J. [US/US]; 30 Lower Hilltop Road, Yardley, 

! PA 19067 (US). GAYLO, Christopher, M. [US/US]; 22 

I Landing Lane, Princeton Junction, NJ 08550 (US). FAIR- 

\ WEATHER, James [US/US]; #2B, 17 State Street, Troy, 

I NY 12180 (US). CHESMEL, Kathleen, D. [US/US]; 2 



Hopkins Lane, Cream Ridge, NJ 08514 (US). MATERNA, 
Peter [US/US]; 81 Rector Street, Metuchen, NJ 08840 
(US). 

(74) Agents: HERMANNS, Karl, R. et al.; Seed Intellectual 
Property Law Group PLLC, Suite 6300, 701 Fifth Avenue, 
Seattle, WA 98104-7092 (US). 

(81) Designated States (national): AE, AG, AL, AM, AT, AU, 
AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, 
CZ, DE, DK, DM, DZ, EE, ES, FI, GB, GD, GE, GH, GM, 
HR, HU, ID, IL, IN, IS, JP, KB, KG, KP, KR, KZ, LC, LK, 
LR, LS, LT, LU, LV, MA, MD, MG, MX, MN, MW, MX, 
MZ, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, 
TJ, TM, TR, TT, TZ, UA, UG, US, UZ, VN, YU, ZA, ZW. 

(84) Designated States (regional): AR1PO patent (GH, GM, 
XE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW), Eurasian 
patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), Europea ri 
patent (AT, BE, CH, CY, DE, DX, ES, FI, FR, GB, GR, EE, 
IT, LU, MC, NL, PT, SB, TR), OAPI patent (BF, BJ, CF, 
CG, CI, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG). 



1 (54) Title: SYSTEM AND METHOD FOR RAPIDLY CUSTOMIZING A DESIGN AND REMOTELY MANUFACTURING 
= BIOMEDICAL DEVICES USING A COMPUTER SYSTEM 



00 
00 

(57) Abstract: A method of rapid design and manufacture of biomedical devices (160) using electronic data and modeling transmis- 
^ sions, wherein such transmissions are transferred via a computer network. The method includes capturing patient-specific diagnostic 
--~ imaged data (100), converting the data to a digital computer file (1 10), transmitting the converted data (1 10) via the computer net- 
TT^ work to a remote manufacturing site, converting the computer Die (110) into a multi-dimensional model (120) and then into machine 

instructions (130), and constructing ( 140) the biomedical implant (160). The present invention is further directed to the preparation 
Q of rapid-prototyped pharmaceutical forms, including oral dosage pills and implantable pharmaceuticals, with transmittal of such data 

over computer networks being used to significantly increase the cost effectiveness and responsiveness, and is further directed to the 
^ use of a website to perform various client-interaction and follow-up tasks. 



wo pi/077988 A3 i urn iHiini ii iiiiiiiiiii mi i ii hi mil urn urn urn urn mi mini mi mi mi 



(88) Date of publication of the international search report: 

6 March 2003 



For Two-letter codes and other abbreviations, refer to the "Guid- 
ance Notes on Codes and Abbreviations" appearing at the begin- 
ning of each regular issue of the PCT Gazette. 



INTERNATIONAL SEARCH REPORT 



Inte al Application No 

PCT/US 01/11415 



tpH"^r9/^r"A6fFZ/30 G06T17/00 G05B19/4099 G06F17/50 



According to International Paten! Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



searched (classification system followed by classification'symbols) 



Documentation searched other than minimum 



:. DOCUMENTS CONSIDERED TO BE RELEVANT 



EP 0 574 098 A (AMERICAN MEDICAL 
ELECTRONICS) 15 December 1993 (1993-12-15) 
•the whole document 

EP 0 838 286 A (JOHNSON & JOHNSON 
PROFESSIONAL) 29 April 1998 (1998-04-29) 
column 7, line 23 - line 26 

WO 95 07509 A (THE UNIVERSITY OF 
QUEENSLAND) 16 March 1995 (1995-03-16) 
the whole document 

W0 97 30652 A (INTEGRATED SURGICAL 
SYSTEMS) 28 August 1997 (1997-08-28) 
the whole document 

-/-- 



m 



Further documents an 



' Special categories ol cited documents : 

document defining the general state of the art which is not 

1 - t - of particular relevance 

ocument but published on or after the Ints lational 
ite 

it which may throw doubts on priority olaim(s) or 
s cited to establish the publication date of another 
or other special reason (as specified) 
tit referring to an oral disclosure, use, exhibition or 



cited to understand the principle of 



is claimed invention 



Is combined with or 



document member of the sa 



lal completion of ihe Int 



29 July 2002 



Date of mailing of the international se 



06. 08. 2002 



nd mailing address of the ISA 

European Patent Office, P.B. 5818 Pi 
NL-2280 HV Rijswjk 
Tel. (+31-70) 340-2000, Tx. 31 651 t 
Fax: (+31-70) 340-3016 



INTERNATIONAL SEARCH REPORT 



PCT/US 01/11415 



C.(Contlnu. 


tion) DOCUMENTS CONSIDERED TO BE RELEVANT 




Category " 


Citation of document, with indication.where appropriate, of the relevant passages 


Relevant to claim No. 


A 


US 5 370 692 A (FINK) , 

6 December 1994 (1994-12-06) 

the whole document . 


1 l.i. 


A 


US 5 594 651 A (ST. VILLE) 
14 January 1997 (1997-01-14) 
the whole document 


1 


A 


EP 0 097 001 A (CONTOUR MED PARTNER?) '■' 
28 December 1983 (1983-12-28) 
the whole document 


. 1 


A 


DE 197 24 724 A (WEILER) 

24 December 1998 (1998-12-24) 

claims 12,23 1 


4 


A 


EP 0 129 531 A (N.V. STEWAL) 
27 December 1984 (1984-12-27) 
claim 9 


5 


A 


US 5 715 823 A (WOOD) 

10 February 1998 (1998-02-10) 

the whole document 


14 


A 


EP 0 844 581 A (ATL ULTRASOUND) 
27 May 1998 (1998-05-27) 
the whole document 


14 


A 


US 5 655 084 A (PINSKY) 
5 August 1997 (1997-08-05) 
cited in the application 
the whole document 


14 


P.A 


WO 01 15058 A (ST. VILLE) 
1 March 2001 (2001-03-01) 
abstract 

page 27; figures 


14,15 


E 


WO 01 80761 A (0RAMETRIX) 
1 November 2001 (2001-11-01) 
the whole document 


14-16 


A 


US 5 360 446 A (KENNEDY) 

1 November 1994 (1994-11-01) 




A 


EP 0 668 062 A (JOHNSON & JOHNSON 
PROFESSIONAL) 23 August 1995 (1995-08-23) 




A 


US 6 027 217 A (MCCLURE) 

22 February 2000 (2000-02-22) 

cited in the application 




A 


US 5 490 962 A (CIMA) 

13 February 1996 (1996-02-13) 

cited in the application 

_/- 





■ro PCT/lSA/210<contlnuatton of second sheel) (July 1992) 



INTERNATIONAL SEARCH REPORT 


Inte i Application No 

PCT/US 01/11415 


C.(Continu 


tion) DOCUMENTS CONSIDERED TO BE RELEVANT 




Category ° 


Citation of document, with indication.where appropriate, of the relevant passages 




A 


US 5 340 656,, A ( SACHS ) 

23 August 19'94 (1994-08-23) 

cited in the application 






A 


US 5 814 161 A (SACHS) 

29 September 1998 (1998-09-29) , , 

cited in the application ■ < ' 







Form PCTOSA/210 (continuation ol second sheet) (July 18B2) 



INTERNATIONAL SEARCH REPORT 

Box I Observations where certain claims were found unsearchable, (Continuation of Item 1 of first sheet) 



This International Search Report hasinot been established in respect ot certain claims under Article 17(2)(a) for the following reasons: 

1. [x] Claims Nos.: 6-13' 

because they relate to subject matter not required to be searched by this Authority, namely: 

Rule 39.1(i ii) PCT - Scheme, rules and method for doing business 



i. n Claims Nos.; 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention Is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 

see additional sheet 

1. rri As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
La-I searchable claims. 

2. r~j As all searchable claims could be searched without effort Justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
1 — 1 covers only those claims for which fees were paid, specifically claims Nos,: 



I, Fj No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



| | The additional search fees were accompanied by the applicant's protest. 
| )( | No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1 998) 



■ International Application No. PCTAJS 01 A 1415 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210. , 



This International Searching Authority found' multiple (groups of) , 
inventions in this international application, as follows: 

1. Claims: 1-5 

A computerized method for customized design and manufacture' 
of an anatomical implant, comprising': 

- producing a radiological image of a body part; 

- converting it into a format transmittable over a computer 
system; 1 

- creating a computer based multi-dimensional model based on 
the converted radiological injage; 

- modifying the multi-dimensional model using the computer 
system; 

- manufacturing an implant according to the modified model 
using three-dimensional printing techniques. 



2. Claims: 14-16 

An Internet-enabled method for designing and manufacturing 
biomedical devices, comprising: 

- using an Internet-enabled system to transmit radiological 
images to a central server; 

- converting the radiological images into a digital format; 

- transmitting the digital format of the images to the 
central server connected to a manufacturing station; 

- manufacturing the biomedical device according to the 
radiological images. 



INTERNATIONAL SEARCH REPORT 



PCT/US 01/11415 



15-12-1993 US 
■ CA 
EP 
JP , 

29-04-1998 US 
EP 
JP. 



5365996 A 
. 2087515 Al 
0574098 Al 
6149950 A 

5906234 A 
, 0838286 Al 
10128496 A 



22-11-1994 
11-1,2-1993 
15-12-1993 
31-05-1994 

25-05-1999 
29-04-1998 
19,-05-1998 



AU ' 1 684546 B2 18-12-1997 

AU . 7648294 A 27-03-1995 

WO 9507509 Al 16-03-1995 

EP 0722588 Al 24-07-1996 

US 6112109 A 29-08-2000 

US 5741215 A 21-04-1998 



US . 5769092 A 23-06-1998 

AU 1962097 A 10-09-1997 

EP 0955934 Al 17-11-1999 

JP 2000507846 T 27-06-2000 

WO 9730652 Al 28-08-1997 



US 5370692 A 06-12-1994 



WO 


9732671 Al 


12-09-1997 


US 


5510066 A 


23-04-1996 


AU 


720255 B2 


25-05-2000 


AU 


5359396 A 


22-09-1997 


EP 


0904158 Al 


31-03-1999 


JP 


2000506080 T 


23-05-2000 



US 5594651 A 14-01-1997 



AU 


713959 


B2 


16-12-1999 


AU 


4981996 


A 


04-09-1996 


CA 


2213496 


Al 


22-08-1996 


EP 


0811199 


Al 


10-12-1997 


JP 


11500245 


T 


06-01-1999 


NZ 


303490 


A 


29-07-1999 


NZ 


335925 


A 


24-11-2000 


WO 


9625716 


Al 


22-08-1996 


US 


5796617 


A 


18-08-1998 


US 


2002042663 


Al 


11-04-2002 


us 


6263252 


Bl 


17-07-2001 



US 4436684 A 13-03-1984 

CA 1201512 Al 04-03-1986 

DE 3366423 Dl 30-10-1986 

EP 0097001 Al 28-12-1983 

JP 1889523 C 07-12-1994 

JP 6002137 B 12-01-1994 

JP 59151953 A 30-08-1984 



DE 


19724724 A 


24-12-1998 


DE 


19724724 Al 


24-12-1998 


EP 


129531 A 


27-12-1984 


NL 


8302178 A 


16-01-1985 








AT 


63051 T 


15-05-1991 








DE 


3484523 Dl 


06-06-1991 








EP 


0129531 A2 


27-12-1984 



US 5715823 A 10-02-1998 US 5603323 A 18-02-1997 

AU 704680 B2 29-04-1999 



Form PCT/ISA/210 (patent tamily annex) (July 1892) 



INTERNATIONAL SEARCH REPORT 

Information on patent family members 



PCT/US 01/11415 



Patent document 




Publication 




Patent family 


Publication 


cited in search report 








• member(s) 


date 


US 5715823 


A 


AU 


3924697 A 


02-04-1998 






BR 


, 9705239 A , . 


' 20t03~20O1 






CA 


2216123 Al' 


25-03-1998 






■ CN 


1185308 A ' 


24-06-1998 






EP ' 


0833266 A2 


01-04-1998 






OP 


10179581 A 


07-07-1998 






NO 


974389 A 


26-03-1998 






US 


5891035 A 


06-04-1999 






US 


5938607 A 


17-08-1999 






us 


5897498 A 


27-04-1999 






EP 


0795295 Al 


17-09-1997 






JP 


9234201 A 


09-09-1997 






US 


i '5851186 A 


22-12-1998 


EP 844581 


A 


27-05-1998 


AU 


4534397 A 


28-05-1998 






BR 


9705770 A 


23-11-1999 






CA 


2221908 Al 


21-05-1998 






CN 


1192882 A 


16-09-1998 






EP 


0844581 A2 


27-05-1998 






JP 


10179586 A 


07-07-1998 






NO 


975308 A 


22-05-1998 






us 


5891035 A 


06-04-1999 






US 


5938607 A 


17-08-1999 






US 


5897498 A 


'27-04-1999 


US 5655084 


A 


05-08-1997 


US 


5513101 A 


30-04-1996 






US 


5469353 A 


21-11-1995 






AU 


687490 B2 


26-02-1998 






AU 


1259095 A 


13-06-1995 






CA 


2177379 Al 


01-06-1995 






EP 


0730768 Al 


11-09-1996 






WO 


9514977 Al 


01-06-1995 


WO 0115058 


A 


01-03-2001 


AU 


6796800 A 


19-03-2001 






WO 


0115058 Al 


01-03-2001 


WO 0180761 


A 


01-11-2001 


US 


6318995 Bl 


20-11-2001 






US 


6413084 Bl 


02-07-2002 






AU 


5160501 A 


20-11-2001 






AU 


5534001 A 


24-01-2002 






WO 


0180761 A2 


01-11-2001 






WO 


0185047 A2 


15-11-2001 






US 


2002015934 Al 


07-02-2002 






AU 


5160601 A 


12-11-2001 






WO 


0184479 Al 


08-11-2001 






US 


2001038705 Al 


08-11-2001 






US 


2002006217 Al 


17-01-2002 






AU 


5530801 A 


07-11-2001 






US 


2002010568 Al 


24-01-2002 


US 5360446 


A 


01-11-1994 


NONE 






EP 668062 


A 


23-08-1995 


US 


5665118 A 


09-09-1997 






AT 


204724 T 


15-09-2001 






CA 


2142635 Al 


19-08-1995 






DE 


69522351 Dl 


04-10-2001 






DE 


69522351 T2 


23-05-2002 






DK 


668062 T3 


10-12-2001 



Form PCT/1SA/210 (palenl family annex) (July 1992) 



INTERNATIONAL SEARCH REPORT 

Information on patent family members 



PCT/US 01/11415 



Patent document 


Publication 




Patent family 


Publication 


cited in search report 


date 




member(s) 


date 


, EP 668062 A 




EP 


0668062 Al 


23-08-1995 




ES 


■ 2161266 T3 


01-12-2001 




JP 


8038522 A 


13-02-1996 




SI 


668062 Tl 


31-12-2001 




US 


■5713410' A ' 


03-02-1998 


US 6027217 A 


22-02-2000 


US 


, 5864384 A 


26-01-1999 




us. 


5898474 A 


27r04-1999 




CA 


231292*4 Al 


10-06-1999 




CA 


1 2312931, Al 


10-06-1999 




WO 


9927841 Al 


10-06-1999 




wo 


9927842 Al 


10-06-1999 




US 


6033076 A 


U/-U3-(iUUU 




us 


6386706 Bl 


14-05-2002 




US 


2002047987 Al 


25-04-2002 




EP 


1 0928153 Al 


14-07-1999 




JP 


2001509693 T 


24-07-2001 




WO 


9804186 Al 


05-02-1998 




us 


5910834 A 


08-06-1999 


US 5490962 A 


13-02-1996 


AT 


198146 T 


15-01-2001 




CA 


2173318 Al 


27-04-1995 




DE 


69426457 Dl 


25-01-2001 




DE 


69426457 T2 


23-05-2001 




DK 


724428 T3 


05-02-2001 




EP 


0724428 Al 


07-08-1996 




ES 


2154302 T3 


01-04-2001 




JP 


2930420 B2 


03-08-1999 




JP 


9502999 T 


25-03-1997 




PT 


724428 T 


30-04-2001 




WO 


9511007 Al 


27-04-1995 




us 


5518680 A 


21-05-1996 




us 


5869170 A 


09-02-1999 




us 


6176874 Bl 


23-01-2001 




us 


6139574 A 


31-10-2000 




US 


2002018816 Al 


14-02-2002 


US 5340656 A 


23-08-1994 


US 


5204055 A 


20-04-1993 




CA 


2031562 Al 


09-06-1991 




DE 


69025147 Dl 


14-03-1996 




DE 


69025147 T2 


ub-uy-iyyo 




EP 


0431924 A2 


12-06-1991 




JP 


2729110 B2 


18-03-1998 




JP 


6218712 A 


09-08-1994 




US 


6036777 A 


14-03-2000 




US 


5807437 A 


15-09-1998 




US 


5387380 A 


07-02-1995 


US 5814161 A 


29-09-1998 


US 


5490882 A 


13-02-1996 




US 


5775402 A 


07-07-1998 




wo 


9728909 Al 


14-08-1997 




US 


6109332 A 


29-08-2000 




EP 


0693001 Al 


24-01-1996 




JP 


8503886 T 


30-04-1996 




wo 


9412284 Al 


09-06-1994 




EP 


0862507 Al 


09-09-1998 




JP 


11515058 T 


21-12-1999 




wo 


9716274 Al 


09-05-1997 



INTERNATIONAL SEARCH REPORT 

Information on patent family members 



PCT/US 01/11415 



US 
US 



6112804 A 
, 6354,361 ■ Bl 



05-09-2000 
1 12t03-2002 



Form PCT/ISA/210 (patent family annex) (July 1982) 



